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Thank you for givinglae the opporlwxityto scanyourpaper whichrecords avery in- 
teresting obserration, I thought it would be ~atuitous for ae to attempt any detailed 
oriticiera of content ami style, but I hope you will forgive a few marginal cammerits that 
f scribbled in. The folbwing points ocd to me and might be of some interest to you 
by way of cement, 

On page S, paragraph 3, I t-hi& the ergment may not be clear to the uninfomed 
reader. I ~ssum t&it you 113&&n thst,if mutants occur with highost probability iu the 
delayed cells, and that those delayed cells are only a muall fraction of the total pop- 
ulation, then there will be the apparent correlation. 

Page lit El&her and I have especially looked for transient mutational instability 
rafter ultraviolet treatmnt in the Lac system and found no evidence of it. Refersmet 
page 435 of our 193 Cold Spring Harbor paper, Esther also made a point of laoking for 
this kind of inetability in reverse mtations from Lee- to I.&c+ and again the resulte 
uere ccsrnpletely negative. Hmemr, these mtations were qxmteneous reversions. 

Page 120 I am willing to admit delayed mutation as a possible explanation of 
Witkints result, but I would not too hastily dimard tb possibility of internal recmx- 
bination, especially as there seem now to be midenoe of the fertility of strain B3, at 
least under certain conditions, fltsfereneet discussio~l of Witkint~! Cold Spring Harbor 
pwm 

Footnote 8~: Iagree wit&you fully on the imdequacy oftkDemwec - Cahn 
argument, in fact their very assay ttkethods are hi&ly suspect, Elise Cahn ussd to 3x311 
ms that there were eemralsituationswhere there wm ~mryprcmrxmcednon-tiardil- 
utiQn in the assay8 of many of the ?uJGmlte. 

I )pBs surprised to find no spwific mference to Bernie Satis on the questiosl of 
the phenomic barrier dlseussed on p2ge 5. Dads did find an er"fectLve bmrier m&w 
corwfitions which seem very sinilar to yours. Ham you had srxy opportunity to dhxtss 
this paper with him? 

Hy own results have made me quite sympathetic to the general con~ltsions expressed 
in this paper. There ia one point that my have been on?rlooked in disctmerions of these 
specific delays, mainly that they my affect not the imediate division of the treated 
cell, but the daughter cells of the first or immdiately succeeding divisions. fine might 
then argue that it is within the delayed subclones that the mtatioml eventa are moat 
likely to occur. We have had some explicit etidence of such subclonal effects in&udies 
on T.JV treatment of diploid g. ~011. See, for eqls, page 428-429 of the 19$k C.3.R. paper, 
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I do not reoall. at the moment whether I put this discussion into print but I may also 
have recorded this view somewhat more extensively in other diacu~aions in that volunx3. 
At arq rate, this notion might well clew up the paradox between the apparent absenoe 
of delay in most of the bacterize as compared with the very obvious delay in the devel- 
oplllsnt of the arutantsubclones 8s indicated inyourexperiments, The cyto3.ogioalpic- 
tnres bee, e.g., our 8b and 5% figures in the G.S.H.) are very much in accord with this 
no tioxl, also. 

Of course you may quote me on the doninance of phage susoeptibility over resist- 
ance but you do not have to resort to an nunpublioation,R 2%~ matter is discussed at 
some length in t& 1949 Proceedings paper in Annnal Review of Microbiology, 1949, pages 
2-3, and page 0 will interest you also, and volume 61, pagss~9-~f;o. Anyhow, I do not 
think that MGB should be cited in any way 8s the basis on which authors have been led to 
contribute their letters to it has been that it is not a publication. Why not Just say 
"personal communicati~nn without citing the bulletin. 

I would question your professed disinterest in scions but as an Irishman you seen 
tobe doing prettysauah aswellasyou could have hoped as al&ter-&yEng3.is~. 
Ton has your message-says he is happy, 

Sincerely, 

Joshua Lederberg 


